Title: Passive Immunization Against Clostridium Difficile 
Disease 

Applicant(s): William D. Thomas, Jr. et al. 

Filing Date: December 16, 2003 

Page Jl_ of _7_ Customer No.: 21 559 



) 




FRACTIONS 3-7 ARE COLLECTED 
FOR FURTHER PROCESSING. 



170 



i 

210 



190 
TIME (min) 



230 250 270 



290 



Fig. 1 



Title: Passive Immunization Against Clostridium Difficile 
Disease 

Applicant(s): William D. Thomas, Jr. et al. 

Filing Date: December 16, 2003 

Page 2_of_7_ Customer No.: 21559 




Fig. 2 



Title: Passive Immunization Against Clostridium Difficile 
Disease 

Applicant(s): William D. Thomas, Jr. et al. 

Filing Date: December 16, 2003 

Page _3_ of _7_ Customer No.: 21 559 



EXPERIMENTAL DESIGN: 



EVENT: 



DAY: 



SAMPLE: 



IMMUNIZATIONS 



14 



21 



CHALLENGE 
t 



28 



35 



49 



BLOOD, SALIVA 
& FECES 



t ttm ; 

WEIGHTS. DIARRHEA 
1 STATUS 
BLOOD, SALIVA BLOOD, FECES, CECAL 
& FECES TISSUE 



INTRAMUSCULAR (IM) IMMUNIZATION OF HAMSTERS USING TOXOID VACCINE. 
ANTIGEN DOSEQgg) ROUTE ADJUVANT NO. ANIMALS 



TOXOID 
PLACEBO 



100 
NONE 



IM 
IM 



NONE 
ALUM 



15 
10 



Fig. 3 



O 
i— 
u 



100-1 
90 - 

80 - 
70 - 
60 - 
50- 
2 40 - 
5? 30- 
20 - 
10 - 
0 — 




0 DIARRHEA 
□ DEATH 



TOXOID PLACEBO 
TREATMENT GROUPS 



Fig. 4 



Title: Passive Immunization Against Clostridium Difficile 
Disease 

Applicant(s): William D. Thomas, Jr. et al. 

Filing Date: December 16, 2003 

Page _4_ of _7_ Customer No.: 21 559 



EVENT: 



DAY: 



DOSE1 



CHALLENGE 



SAMPLE: BLOOD, & FECES 



-2-10 14 


i 


i 










i i 





WEIGHTS, HEALTH STATUS, 
BLOOD & FECES. 



SAC: BLOOD, FECES, CECAL 
WICKS, CECUM PATHOLOGY 



PASSIVE PROTECTION OF HAMSTERS FROM CLINDAMYCIN CHALLENGE AFTER LP. TREATMENT 
WITH C. DIFFICILE TOXIN NEUTRALIZING ANTIBODIES 



PREPARATION 



POLYCLONAL IMMUNE MOUSE Ab 



POLYCLONAL NON-IMMUNE MOUSE Ab 



DOSE 

6 mis 
2 mis 
0.6 mis 
0.2 mis 
2 mis 



FigT5 



ROUTE (DAYS) 

i.p. (-2) 
i.p. (-2) 
i.p. (-2) 
i.p. (-2) 
i.p. (-2) 



NO. ANIMALS 

5 
5 
5 
5 
5 





100-1 




90 - 




80 - 


Q 


70 - 


LU 
J— 


60 - 


U 


LU 


50- 


2 




a. 


40- 




30 - 




20 - 




10 - 




0 - 



0.2 



I 



0.6 



0 DIARRHEA 
□ DEATH 



2.0 



6.0 



NEG 



VOLUME ANTIBODIES (ml) 



Fig. 6 



Title: Passive Immunization Against Clostridium Difficile 

DlSG3SS 

Applicant(s): William D. Thomas, Jr. et al. 
Filing Date: December 16, 2003 
Page 5_of_7_ Customer No.: 21559 
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EXPERIMENTAL DESIGN: 
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